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REMARKS 

Claims 3-5 and 11-14 are pending in the subject application. Claim 
3 has been amended to more particularly point out that which the 
applicants regard as the invention. Support for amended claim 3 
can be found in the specification at, inter alia, page 31, lines 
20-22. Accordingly, upon entry of this Amendment, claims 3-5 and 
11-14 will still be pending and under examination. 

The Claimed Invention 

Claim 3, and dependent claims 4, 5 and 11-14, provide a method for 
preventing exaggerated restenosis in a diabetic subject at risk of 
developing exaggerated restenosis which comprises administering to 
the subject a therapeutically effective amount of human, mouse or 
rat soluble receptor for advanced glycation endproducts (sRAGE) so 
as to prevent exaggerated restenosis in the subject. 

Rejection under 35 U.S.C. §112, First Paragraph and the October 17, 
2005 Examiner' s Interview 

In the Final Office Action, and as maintained in the Advisory 
Action, the Examiner rejected claims 3-5 and 11-14 under 35 U.S.C. 
§112, first paragraph, because the specification allegedly fails to 
provide adequate evidence showing that soluble RAGE from human or 
bovine origin, or other species, would be expected to have the same 
biological function as mouse sRAGE. 

During the October 17, 2005 telephonic interview, the undersigned 
attorney, Alan J. Morrison, and Examiner Chen discussed this 
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rejection. Applicants wish to thank Examiner Chen for his time and 
consideration. During the interview, Examiner Chen indicated that 
this rejection could be overcome were applicants to (i) amend claim 
3 to limit sRAGE to that of human or mouse origin and (ii) submit 
in vivo or in vitro evidence persuasively showing functional 
homology between mouse and human sRAGE. 

In response to the Examiner's rejection and remarks during the 
interview, applicants first note that claim 3, as amended herein, 
provides a method for preventing exaggerated restenosis in a 
diabetic subject at risk of developing exaggerated restenosis which 
comprises administering to the subject a therapeutically effective 
amount of a human or mouse soluble receptor for advanced glycation 
endproducts (sRAGE) so as to prevent exaggerated restenosis in the 
sub j ect . 

Second, in support of their position that human sRAGE would be 
reasonably expected to have functional homology to mouse sRAGE, 
applicants attach as Exhibit A a copy of Renard, et al . ("The Human 
and Rat Recombinant Receptors for Advanced Glycation End Products 
Have a High Degree of Homology but Different Pharmacokinetic 
Properties in Rats," J. Pharmacology and Experimental Therapeutics, 
250 (3) : 1458-1466 (1999) ) . 

Renard, et al., teach, in relevant part, that human recombinant 
sRAGE behaves homologously to rat recombinant sRAGE. Specifically, 
Renard, et al . teach -that human recombinant sRAGE (termed "rH- 
RAGE"), like rat recombinant sRAGE (termed "rR-RAGE"), inhibits 
AGE-induced endothelial alteration and reduces the 
hyperpermeability observed in streptozotocin-induced diabetic rat 
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(see, e.g., abstract and paragraph beginning on the last line of 
page 1458). Accordingly, applicants maintain that one skilled in 
the art would reasonably expect that human sRAGE and rat sRAGE are 
functionally homologous. From the instant specification, one would 
also expect mouse sRAGE and rat sRAGE to be functionally 
homologous. Specifically, at page 31, line 15 through page 34, 
line 3 of the application, experimental results are set forth 
detailing how murine sRAGE had a beneficial anti-restenotic effect 
in fatty Zucker rats. It follows, therefore, that human and mouse 
sRAGE would be expected to be functionally homologous. 

In view of the above, applicants maintain that claims 3-5 and 11-14 
are enabled and satisfy the requirements of 35 U.S.C. §112, first 
paragraph . 

Summary 

For the reasons set forth hereinabove, applicants maintain that the 
claims pending are in condition for allowance, and respectfully 
request allowance . 

If a telephone interview would be of assistance in advancing 
prosecution of the subject application, applicants' undersigned 
attorneys invite the Examiner to telephone them at the number 
provided below . 

No fee, other than the $510.00 fee for a three-month extension of 
time and the $395.00 RCE fee, is deemed necessary in connection 
with the filing of this Amendment. However, if any additional fee 
is required, authorization is hereby given to charge the amount of 
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such fee to Deposit Account No. 03-3125. 


Respectfully submitted, 
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The Human and Rat Recombinant Receptors for Advanced 

ni&°t n Dh nd ^if* 8 Have a High Degree of Homology but 
Different Pharmacokinetic Properties in Rats 1 


ABSTRACT 

ThaaoMtanu_.w... 
(AOEs) ia impOcated „ , 
cular oompno attone. Tne binclng 


face receptor (HABE^ induce. vaecXoVeiu^^X IK ^^2SJ2JS5^ and ™» (53-7 i 7.6 and 

tteuav an Inrramij in vascular penrwaWlrN W. l£*Z**L Sli Z.i!?5??H veW " ^ Presence of AGEs la reaponaf- 

^rtrated that rat r^Wr«n^A«^RAQmSScS wta^oSiRl IS???,™ 1 ™* * dtabrto ccrrSS 

h Insect oeiis corrected tha rryowwrmeettiW.., £T^£?l 2™?!!!"'l*XL 8 « a * 2 7 7.7 a 0.7 l/ta, reepecoVeiv) 

RAGE after l.v. adrninlatratlori In rata war* aanmtrSm ^^3S? a ^-rt^t RAGe ^ oTffcnsncaa between 

potwtfaJ therapeutic uaa. In th. pre^^dy*^noSe?Si 21^^ ^etl^^^f!^^ 

recombinant human RAC3E frHflA^ hid ^ir^ ^E^^n ^^^^* m P**"** O^^eosylatta and protiase 
inhbtting AGE-induoed endotfWSteX^n^SucirS ^** Qn "* RAG *^^-- 


noi^? endproduct. (AGEs) an . heteroge- 

neous class of molecule found m pUm., cella, aid tiesuel 
"f 7 »oamatatm ia the vessel wall and tha kidney dimnor 

?aS? ^L 3 * ftn - accdantted to <"*bete l IWnlee. 
1996). AOS* are formed by nooenaymatie grycation of art 

wed AOB receptor (RAGE) (Schmidt ot aL. 1899 has been 
P^d«cd do«rf In m*ect calls. RAGE i, a meadwr of tha 
JSfvS^f? 7 ' ^ °°? po * ,d ofaa «*rmceltalar rstfon with 
T,LiL!r Pe ?" n *f ^ **• <km*in*, a siigi. trans- 

BwaJjmne domain, and . highly charged intraadholar do- 
main (Neeperet aL, 1992; Schmidt at aL, 1994). RAGE U 

Ji. * m 1Z22* m ' and *■ xwlecuka hava a high 
degree of homology (Neeper et al., 1992; Schmidt etoL, 18^ 
" 1 *^ prM ** J « «veral cell types: endothelial a .lis (EC), 
emooth mnaet, cella. mo^ocyteaW^ph^, emtJ^c nyo- 

(b jSwr* + * *«* ***** On«M!»tta, M 

SSSgBagnT^ human RAflS EC, endomaOa, 

rtn *^ ta " AUC. area under th/o-va; CL, ^ ^noe^ ^l^JSL' - ^ tto P°^ ««• «««ant r,^ 

«^ent V w «repofc«d vclumr. vj^^" J^^^ M ^ d ^^^ volume of A 

1458 __ 


sSLS^S. Md hBpflt0C7tea (Bnrtt rt 41 ' 1W * 

RAGE-AGEb mtaracfona are thought to contribute to the 
devatopmentof diabetie complication,, ioelndfnff vaecular 
•Wnrtion (Waatiar at al., 1998; Biarhaua at a!., 1997) Our 
PMnoaa atudiea demonstrated that antibodies directed 
against SAGE and soluble RAGS purified from bovine lone-. 
« truncated form of tfa* receptor, inhibited the Undin< of 
A^bste arythrocytas bearing AGE. to BOa (Waotier at al 

SSS*^? 0 ^ RMm " ««nW>»«t rat RAGE (rS- 
RAGE) prodaced in insert cella reduced the early vascular 
iWwp^roeaWlity observed in enable rate CW atr der ot aL, 
1996; Ranard et al., 1997). Aftar Lv. administration, RAGS 
eH^nafaon halHife indicated that dairy administration was 
pwadbla (Renard at al., 1997). In fact, in diabetic apolipopro- 
tmn E-mul mica, i.p. administration of marine-soluble RAGE 

IT t^T* 6 w »« ks > suppressed accelerated atheroaclero- 
eis (Park et aL, 1998). 

In the present study, we show that recombinant human 


11/87/2805 04:27 


1909 


12123855337 


DEPT OF SURGERY 


BEST AVAILABLE COPY 


nettoa of ""I-rB-KAOB and ia "I-rH-lGoH. 
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Mr* n«J ____ m* *m » ^ » — ZZ** * » > ■ » ■■ ^■MlllKjOa. Alia? pTIJB- 
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m»l WnnmnnMmBijB 1459 

^'l^/ri«»^«W conditio m rH-RAOaT t^ 
aapomMUMBr eoeffidaat (P) m duaqfaju ^ tnlr 


* Vfco P»mwabttly *wm» 


— m imps rvoja»i, j| 

I»*d»d tow that of oDNA. ,rf * ** 


•i^^!^ 111 ?' £2f Pronely do- 

Tt,*^ * normal and rti^to^S3«d 

df^haaiTr^JZ^^fS: 1 ™ Uood t 1 ™** 0 ***** of normal md 

£-p. «*, cam »e*od r^m™ £ETat£ 


JbIwjTaZT d "** h "" t Hiajrcan be obtatnad a, the World 
WW. W.b (<rww.eapuy.rf,,. aM^wmou of Uw .afaw act! 

""■oteb^lng of ProWn. 

«*rdatal lMTIP^k!^^!? ""^ 3 P«**' i 97 * B*- 

^ SDS-PACBS -nd «Slta«X taB^t^? l»-P-r«lte» 
Hon bv ~ ^ZL-ZTTT^^t" 7 msieated do major (ootamma- 
aon ay label or degradation product, for any of th. prDUin/^^ 

In VTtro Parrrwafaaty Assay 

. **" farttetlim. human red blood ceD> fflano 


PfwrmacoWnrtcs of ^fH-fUOE and Murlm ""UPab 

1T7a^r^w->/^ ™ » bf «P*o^ocln^iiluoed dfebetfe male 

SS^^" 250 * CKBJ ' M > ™> «ft«r It. and 

m. aonuaiaMun, Hood Mmples war* collaetad at fha ««» 

J^-otddtolroa.,^,.^!^ 
Allar adBdidaBvtfaa of "°I-»H.RAfflI rata mm> ii M «. M 

^^^^^^^^^^ 

blood remalnhigia the tiama (Bbliiaf at ol, lflwo/ WM * MUW 
The phazwaaoldiMtlc. of. oioleenl. belonging to th. fa ruDoflun. 
fly. a moaDclooai maris, '"I-Fob (2S0 w e rT«l-f ^3^. 

Idan Wi c aUu n of iaa l-rH-fUOB 

tfoa rf *I-rH-fiAOB. Staple, cun^rtla, rf ^.^ST^ 
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Wimi aHJ uaJ wac AnatyHe 

turn cornapan«af hatflffc (T^»J wb _ 0 jh*5l_ t*- 

«~e undr the plaen. ^-rH-BAQB -f^artSor^^^i^! 

JJ^^J^andAUC. Tha maximal ooneBrtratoa Jj-S 

of «2mmS5S* ™Pf W,tel «■» «*— 1 after ±0. ^fartnSb^n 
01 —I-rH-KAQI pre tfa. «rparim«nt*l oWred Talu«a. ™"* K " m 

Stelfatf c«d AnaJyete 

b» ttT^!^S^t!l. ,BMn 1 8 B - Ono ^"«y ANOVA Allowed 

waa uaad to compar* ponnoahOtt* of EC* in thm m ** -r 
oonnal or diahatfe BSCa crftoZ^— ^mn^Zi^T 

—parad with th. ^pn^SEZS^^^^ 

Result. 

In V«ro Permeability 

^^■"■fi^^'^l-albuiiila through the EG barrier was aim- 

^^:.»77o ™ dl ^ >etic RBCb to *■ medium efciificaatly 
»««8Md (2.0-fbld, P s .001) the parmeahffity to 

^ rfiabetlc RBCs an permsabflity of th»EC maaW 

the permeability waa decreased 1.6- and 2 0-fold at rH-RAGB 


VW. 290 

V^ST^t °f !? 60 Wrtively (Fur- 1) 

^^S^T^ ^ rf *££ 

In Vivo PantMabWiy 

wSZ^ZHZlZ' SV^ 1 " P"™«bOity to ^I-aibumin 
waa tncremaad hi diabetic comparad with nonoal rata, cflne- 

«"»(xa.2), andheart (X2.1). AlWaboltH hriection rf rH- 

Zli?rM ^°T a 5 d WM nwrB Pn»onnc«I la ekin and 
mteatfae (Fhj. 2A). Infoaion of dlabotfe KBCs in naraaJ »to 

nonoal BBOa iufbaed in normal tata^^STp^t: 

infused with rH-RAOE. After di-botk BSCta- 
ftaloa vaaailar permaahility to ^-albtunin wjuTsS 
^fj 1 / «d 3«Mbld higher In h^art, 3^^%^ 
and aiteatine, napeetfv«4y. Co«Imini«tra«o7 rf rH 

hwneaiing that tha affect of rH-HAOS wa« ■peomc 

Ptawna PtMnfi-WokliiUoa after l.w. AdmkdaUallun 

.. ^2 r S?'^3S , * tfc * °* la ^*H.BACa Protwboa Prwlp. 

*la-« eoneantratiana do«^ marf rapidly iniSS 
rats «an in norinal rat. and naulted in an AUG 1.4-fold 

1 7-fold high*- in diabetic than in normal rata. Diatributlon 
ckaranca. (CL^ mnd CL^. Trfda 1) determined by uattJ ^ 
W^mpextment modal (Veng-Pedenum and GiUeSo! 
P^^concantration^me curve anaiyala were not 

dt-bette rate. indicting 
tnat OOsreneea oh«r»«d in oleaxenee of woimal and diabetic 

2S-i 



Medhini 


•MH-RAQE +VCAM-1 


dtal»tte SBC and rH-aScf= «^r^J^^!l^J2!^ ^ 
vmIom lira I UJ ' lB " iwflina an imiaiiiiaj mow 

"•low. Ban, men ± S A. -J» < .06; -P < .01; o»d C^TISbl. 
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Human 


5 


is* 



tagjn an Ttnfol Mood *unpl» haw h-Hw r " r^T* J 

MOjO. - dlabatleHBGtOi -™ SLSEhbS 

mean 6 SJL V < .06; »♦*»< mi»*»P < .001. 
rata were not due to a different distribution pre com. The 
batfc and normal rata. Tha distribution volume w M 2-fold 
IJf «^7 ft i e "^ -P™^ total bod, watar of 

„S volume at steady atata (VJ and extrap- 

olated voW CVJ war. alao determined by tain, a *re£ 
^p«^t »rtal to pb«a« concentratiaD^oe curvo 

vanxsie or ***1-rH-RAGE in rat. Vofoma of the oeafcrWl 

diabetic rat. (TaU. i), the diflftnmce in the attribution 
voh™»w», not due to a different "-I-rH-RAOH cantral 
C ° mpartmimt ™ °«»nnal and diabetic rata. V c waa approri- 
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a "«H J^f "** *olum. (56 -86 ml/kg in 

«^«alvdy fbnwd in diabetic ioU, t££ 
«w*4er«tQ ua additional dbtribntkm coinparbnentni*i«; 

t ^^^ dl ^ pa ^ autmn rf l "*I-rH-BAO;S an diffox- 

S3 ^SS.^f-fff 5 - »^S£35 

,™ ^ , „ RA ™„ h * d * "knllw aHmuMtiM, half-life 
(68.74 ± 7.68 and 67.17 ± 1L82 h, nmeettwly P -1dm 
but in normal rata 1B6 T-rH RAn . fc^r*T?*r T 740} ' 
H.w utrt. jTibi. mm-KAOB had a higher elimination 

raap^tMr, P - .044,. Dia«b«ti« vohuia and total 
™™» werahyfaar for ^I-rH-RAQB than far 
ttAOT a, Bhoam by a a J. and 2.4-mld iucreaie of V in 

£££ ^SS" ^nomal rata, raapaetMy. ACffl^SS! 
trauma, which are higher ia diabase thanin nsmalrate 
n^taccoumfathede^tfnn of a^SESS** 
J*"™"*?^***- of -I-rH-BAGE. To further 

Bete. SSRATSr? 1 ? - * ^wwprMijJttatfla etodlaa. 

and MjTTST 7 «awrorad aftar TCA nrtehdutuin, 
aai B6J ± 15» waa reoorered aftar inmunopjad^tfan 

*" i,V - «*nliu«tratfan, immunopredn tated «•£ 

TCA^™d^t«^rad««iivi^ in normal and dfcbetic rate" 

P^tatodiawentaga. of the TCA-pradpitoble -afioS^ 

dJabatiB rata, raapeetlvaly. Thaw raeulte auaw.r£at tha 
nunocionel antibodv — • in ~„ & "v>». uu ins 

waa alao obwrred by 3D8-PAQE (Fig. 4). One hour aftar 


SDS-PAGE of rat plasma sample* 
Nonrwltata Diabetic rati 
1h Smbi in 
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MOB. Ught, atanaard proteki moiceolar 


adnriBictratJim of ""I-rH- 
(kD»). 



100 


«^adj^anhy of iduwa -ample,, abowad on. band of «p. 
Proaiinalaly 36 kDa and another band of km«r molaeular 
OMua^iuwnial^ diabatle rata. The 36-kD« band could 
wrrwpond to aatira "T-rH-RAOE and ths 0^3^ 
^QE nujtabo^fa addition, In plaama^S^d^S 

KAQB, aa did the ia»unonmipitation ituchea. 

'"'W wa incubated tha radio. 
l^haladi«tain»fnratpl«Kna tuid hninan plawna. AfbsralT 

^^tl^lf^ fa ^ bK ^ OB . ^ rai SDfl-PAOB and 

autnadlograpliy .bowed that tha banda earreanoniUnato 

J£2 lifTlr ^ «» ■««- corraapondinrtoRAOT 

Pt * Sn,a "Mmi ac o M n a Bu a aftar ax. AeMnletraflon 
hS T! !! ^^^ ** "^-rH-RAOg Protein. Predp- 

" 649 f «•« «nd 87.9 ± 3.9, reaper*!*?- M ^ 
C value, duractarfaad tte SToTL ^lS^ 
g^«««^^tfm. curve. The n«t around 2 
A* injeehon and the a«ond 40 to 60 h after the injeetton (Fig . 

.i^™^"* 1 !^***^ of ""I-rH-RAGE. To batter un- 
d^Uijd^twoaDaa^onpeakatJiatobj^eteri^^^ 
Pha^cofciaatlc. of «I*H-RAOE, » e innnSSSptta^ 

n7 7?,™° « i-m-RAQE in normal rata. Only 16.1 * 
0.fi.nd2.3 ± 1.3* of the TCA-pradpitable radiciSty wer^ 
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~°~ Normal rat 
Dfebetfc rat 


H* a jnajmm amoBntiatun Terra time profile of 

««d«rt-ac r«, fa - 4) and of «I-Prf, (350 p*** " - 4 
wa pta j ll cn in animal rats (inaot). 
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i2S*wT^ LT* H^* Mwi ■» * w character- 

-S5.^S. <me ah * a n>*» P~k. tailleaang that the mode of 
«^ml^^w«. far the two ob,«v«I £7 

JtA^LTf ^ , , eeooad C.^, eoold raeuJt frrxm tha 

mowcloMl antibody uaed. Although thi. SKJSdu-tfc 
profile i-jWWag. H^teboli^rofpn^^^rSS 

1MB) • fa^jrammw. et al, 1986), and parathyroid hor- 
mone and calertonin (Parsons et ol_ 1979). 

Btaolalribuflori of ""l-riMMae 

thTi!S^ *" ?« trib « tion "•i^H-BAOB at the end of 

0» - 8) J^nomol re* Oi - 8) (Fig. SAX The istribaXnn 
P^fiterf "n-rH-RAOE in oil organ, t«t*d waa «bu^^ 

yVf- 0 * 3 - 6 ' * 1 ^. and liO ± 3.4* fax aldn, aorta. 
Money, and vena cava, respectively, whereas thmTvJn***! 

*:LLf? **? U *' lUn > ^ vena cava, and Udnoy of 

^in^Iddnv and aorta at the end of tha dirtributi^ 
SSrL^L W " '^t* 1 »» the liver, suggiwaag^ 

J™ ^f**^ ^^^ProtauuKioh .. humanized anU- 
KjEJS^Jr?? !* ^ iBM) »nd racomWnant hun^nX 
aS^^l " ^ fa » Wand 

^S^S^.* 1 " 1 demnee rfth " rtudiad protein and 
its metabolite* by theae organs (Fe« efceL, 1998) 
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11/87/2005 84:27 12123855337 


DEFT OF SURGERY 


PAGE 08 


i 


1464 


eteJ. 


BEST AVAILABLE COPV 


Vof.290 


JAAOTAVOAWVLVLSLWCAVI 
V0 AWML V «-« O T V 

toJfcr^liA^«B7 — - 1 


52^S KITA,l,CB> LVL 
O D Q H I T A It I O U L V L 
12^0 Q If I T A MQBFLIfL 


ckgapki^pqI 


WKL 

WE h 


'qod . pwdsvarilpnoSlF 


N T 0 ft 


A Qu s xhn 

a[t|N ft(tj 


]tPAVCIQOB«rPlCO 
]L P A V O I QDBO T F I CR 
)tPA I 0 1 VDBCTF1CI 


lOSBTKSNYftVftVro 
JJJBTKIMTIVIVTQ 
]OKBVr*NT*V»VTQ 


P O 
P O 

p a 


5 I £ f I D S A "ITAOff 
It P B I V n|g A IBLTAMVP 


Ifai 
ft* 


PAOTLSWaLDO 
P A O T L W W L t D O 
P AQTLIWJUDO 


K P LfVlP 

* t Lmp 

* P x.[Dp 


JE* o v i v k h[ 
D5iavs?iB 
gre K G T V V K E| 



fUt 


\IZZZ CSP ******* 

III cinpoiM 


UVIPEOOTTAFOOTV 


iOQOTTS C V A T H[ 
JQGTTICVATR 
|I> O 6 IX* C V A T »fc 



OTiRHPBTOLPTU 
JTKIHP CTO L PTlI 
JTUHPBTO LP TLl 


MVOTCVI 
MKV0TCV8 
HKVOTCVj 


SBLMVTP 

Ubluvtp 

|8 B I T V T p 


B 0 S Y 
E O O Y 
ROSY 


A ft O O 
A ft O O 

A Q G <J 


iTAPtQPftYW. RPv»i.o«~ 


T t r c sfVJP a 
Ttrc bMp a 
T L r c aQJ/J a 


Q p * P Q 
QMPQ 
Q P P P Q 



PLPLPPIPVL HP 
PLPLPPOPMLX.LP 
FLHAPIPVCLLP 



IS II 0 P Q 
It )l O P Q 
]• II O P Q 


o l a 

OLR 
QUO 


JUt 


J . A J* £ I" !! 1 Lo «LOTAAU| 
T L A L A L 9 I L O fl I G I A A L L I 


*"QF1LEBIIAPBIQ . BDRBElAE 


150 


200 


239 


7m 


339 


5*7 


O A I L W 


39 

RAOB), ^J^jm^canaervBd in all three morula, (S»» 
iSS^J!^ 8 ^ J* ™t RAOB. and S«' of toSna 
RWB). S««l potential rft-, ofprofolyaia by tr^aSS 
"ff n *" RAOB from different BDMuaJbut Aa 

affect the hatf-Hfr of rH-RAOB in nit pUami. 

Discussion 

BAm£*£E!^ pb^rrnarxAinetic parameter, cf ^I-rR. 

^-IrJS*^," 1 ^"nal dirtrfbutfan eo^-rtaent 

I-rH-RAGB had a highar distribution volume and a hi«W 
S??" dW»«c fa normal rate, but 

*ff«™ were due to the iteration of prot«n, d«SJ 
todln.««» (Bauer et el., 1996), b^uae rR-RAGB and 
rH-HAOE war, radiolabeled br the same protocol t nd hav. 


B^najw dlffierena, in their phenylalanine and t^roeine 

Iaimnxioprerfpit.tiQn by anti-BAGB antibody ie more ™- 
dfle than ^ pwdpttetion. and plaema ooneentretlone dZ 
SSTS? PrefrSattan nrfght be overestimated, 

™«««rtUaated, since a small conformational change may 
r^ta nonreartivity with the monoclonal antibody u «d. 

*ZTP**J between the two method., immuno- 
'^^J/"' 3 ' 1 ^ 0 ^ * I " m * wncentratinne decreaae rap- 
idly after Lv. injection, whereaB 93% of 1,c I.rR-RAOE ie 
^naoprecipitable 2 h after L*. mjection (Ranard at al., 
IW^L The low pereantage of immunoprecipiteUKi ""i-rH- 
S sa™ 1 ™ 0 !!. 1 ^ mi « ht be due to eeveral fhetore: 

ferent glyewo^bon between rH-RAGE and rR-RAGE can 
W to « different metaboliam. or laa I-rH-RAGE may form 
compleMa with AGBa that owdify ita conftrmatlaa. 
_ Fharmwmttnetic profile* after a.a injeetien of iac I-rH- 
«AOA atoo Boggested a rapid metabolism of the human pro- 
tein m rat Human recombinant **»I-tuinor necraaJe factor a 
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^ISlf ^ * bo * Br "UmiMtkm half-lift in mo, ike™ than i« 
(Bo-d e» .J, 1987), which fartb* d^S^ 
^"^flM «Prtni«W mod* In onru^W 

rB-HAOB and rH-RAOE .lability in rat plaZa. **L5?™X 
nanta could be rwponafbla for thVdM^^IlL ^ 

^^d^^^bat^tl^thr^n^^.7^ 

"Jc^ waig* product, „ SESSSjJ 
™^P^«al O-g^yco^Utioa ate anggaata .u» alt-m*. 

rH^lS CRawrd at aL. 1997) and 

.^ cat-bcHam of ^-rH-RAOB in rat, the WrioaS 

fa» alteratioa. dua to AOS. »ffl r^julrafiuthar .ESITE 
S^SSE? — mlng degradation afUr ,v. or Z. 


BEST AVAILABLE COPV 

""^^•tatRacomboiamRAQePhaniiacolanaaea 


1465 


Dtr K\ Ottah th«lMD M, Carofl Sand 


Kona a una ju*n*» rf a. «a^2JJ 

OmiImim A. Bfaur T, Itmnm tL LnBw * -- ■ ■ _ _. . . „ _ 


"Z-L.T^- i ^!!'?L qp - « —* KaMaa" A C13B7) Stadia, of tuator 


— . - r— fcr Ml owl 

Mft2M»-in&. 


L ~ — *mi&im~um. 

0& 


JPbthal 

Udllilf.jlMMAv 


•ttk a 



■j.. "»<h*i« BAOt • oefl noftoe caviar ftr 


«a»7w bvUbh.) th«t r 

■ttvwM hsrmoiM atnd cskiiimfQ , 


All 


ouriaa (IattkmK^T ItL P«nfle«tfcn and ClotiJcU Zoultv 


.^ ^ £?^2J5P* rrfn ■ titoa^tf. with 

^^^^'''•^•HX^ftMflnBrJ But.? 
■>««- ^ KM Sd TfeuS-^ P*~**-- *n&fa»Je to the Umu* nfflciv of . 
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